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48. (New) A composition of matter comprising: 



(a) a transplant non-porous or translucent non-porous system capable of 
retaining or co\t\ining a fluid or solution, which system comprises: 



(i) a solid support; 

(ii)a doubleUtranded oligonucleotide or polynucleotide which is directly 
or indirectly Wxed or immobilized to said solid support wherein one of 
the strands comprises a chemical label or labels which comprise a 
signalling moilty or moieties which are capable of generating a soluble 
signal; and 



^rWig to claim 48, wherein said solid support is 
^n-porous or translucent non-porous system. -- 



(b) fluid or solution. 



- 49. (New) The composition 
contained within the transparent 



- 50. (New) The composition acjc^rding to claim 48, wherein said solid support is 
porous or non-porous. -- 

- 51 . (New) The composition according to claim 50, wherein said porous solid 
support comprises a porous polymeric material. -- 

- 52. (New) The composition according\to claim 51 , wherein said porous 
polymeric material is selected from the gro\.p consisting of dextran, cellulose and 
nitrocellulose. -- 

- 53. (New) The composition according to ctaim 50, wherein said non-porous 
solid support is selected from the group consisting of siliceous matter and non- 
porous polymeric material. -- 
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54. (New) The composition according to claim 53, wherein said siliceous 
matter comprises glass or a dlass-coated surface. - 



55. (New) The composition according to cl 
W Y ^ polymeric material is selected 

polypropylene, polystyrene apdfepoxy 



Jroup 



wherein said non-porous 
consisting of polyethylene, 



- 56. (New) The composition According to claim 48, wherein said system is 
selected from the group consisting of a well, a tube, a cuvette and an apparatus 
that comprises a plurality of said dwells, tubes or cuvettes. -- 

- 57. (New) The composition according to claim 56y/vherein said well comprises 
a microtiter well. - 



-- 58, (New) The composition accor! 
apparatus comprise microtiter wefls. 

-- 59. (New) The composition accord 
and said system are composed of the 

- 60. (New) The composition accord 
and said system are composed of different materials. -- 



g to claim 56/wherein said wells in the 




ng to claim 48, wherein said solid support 
tame materials. - 

rig to claim 48, wherein said solid support 



-- 61 . (New) The composition according to claim 48, wherein one of said 
oligonucleotide or polynucleotide strands^ is directly or indirectly fixed or immobilized 
to the solid support. 

-- 62. (New) The composition accordingVto claim 61, wherein said oligonucleotide 
or polynucleotide strand is indirectly fixed \r immobilized to the solid support by 
sandwich hybridization. - 

^ -- 63. (New) The composition according^tp^^ 48 wherein said double-stranded 
7 oligonucleotide or polynucleotide ig^selected frdrn the group consisting of DNA, 



RNA, a DNA-RNA hybrid 
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- 64. 



(New)\The composition according to claim 48, wherein said label or labels 



are the signaling moiety or moieties. -- 

- 65. (New) \he composition according to claims 48 or 64, wherein said label or 
labels are directl\attached to the oligonucleotide or polynucleotide. - 

- 66. (New) TheVomposttion according to claims 48 or 64, wherein said label or 
labels are indirectly \ttached to the oligonucleotide or polynucleotide. - 

- 67. (New) The composition according to claim 66, wherein said label or labels 
are indirectly attached!, the oligonucleotide or polynucleotide through the 
formation of a complex.Vr- 

\\ 

- 68. (New) The composition according to claim 67, wherein said complex .s 
selected from the group coasting of biotin and avidin, biotin and streptavidin, a 
sugar and a lectin, and an antigen jjpeTan antibody. -- 

69. (New) The compositiY\accordjn^t6daim 66, wherein said label or labels 
are indirectly attached to the o^omlcleotide or polynucleotide through a bridging 
moiety. - 

- 70. (New) The composition acVo^ing to claim 48, wherein the signalling 
moiety or moieties of said label or la^elfe are directly or indirectly attached 
thereto. -- 



- 71. (New) The composition according claim 48, wherein said signalling 
moiety or moieties are selected from the gi&p consisting of an enzyme, a co- 
enzyme, a chelating agent, a chromagen, a fluorescent agent and a 
chemiluminescent agent. -- 

- 72. (New) The composition according to claimW wherein said soluble signal 
generatable from a chromagen, or by fluorescence V chemiluminescence. - 
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- 73. (New) The composition according to claim 72, wherein said soluble signal is 
indirectly generatable ly an enzyme or enzymatic reaction. - 

- 74. (New) The comLition according to claim 48, wherein said soluble signal is 
detectable by a techniquLelected from the group consisting of photometric 
techniques and colorimetric^techniques. -- 

-75. (New) Thecomposi|i6W^c^gtoclaim74,w 
techniques comprise spectrU'notornetric techniques. -- 



--76. (New) The composip... ~ a 

selected from the group conWina of a colored product, a chemiluminescent 
product and a fluorescent product 



ionkccording to claim 48, wherein said soluble signal is 




- 77. (New) A composition of matteV comprising: 



(a) a transparent non-porous ^nslucerft non-porous system capable of 
retaining or containing a fluiaT^r sokrfiori, which system comprises: 



a double-stranded oligonucleotide or polynucleotide which is directly or 
indirectly^fHced or immobilized to said system wherein one of the strands 
comprises a chemical label or labels which comprise a signalling moiety 
Moieties which are capable of generating a soluble signal; and 

(b) fluid or solution. -- 



- 78. (New) The compositionWording tocjaim 77, wherein said non-porous 
system is selected from the grouX°n)^ of siliceous matter and non-porous 
polymeric material. - 

- 79. (New) The composition according tosclaim 78, wherein said siliceous 
matter comprises glass or a glass-coated s^rfads 
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- 80. (New) The composition accordingtp^a1m78, wherein said non-porous 
polymeric material is selected frorjvtne>oup consisting of polyethylene, 
polypropylene, polystyreWand epoxy. -- 

- 81 . (New) The composition according to claim 77, wherein said system is 
selected from the group consisting of a well, a tube, a cuvette and an apparatus 
that comprises a plurality of skid wells, tubes or cuvettes. - 

- 82. (New) The composition\according to claim 81, wherein said well comprises 
a microtiter well. -- 

- 83. (New) The compositions according to claim 81, wherein said wells in the 
apparatus comprise microtiter welte. -- 



-- 84. (New) The composition a 
oligonucleotide or polynucleotide 
to said system. - 



cbrding to claim 77, wherein one of said 

strands is directly or indirectly fixed or immobilized 



- 85. (New) The composition according to claim 84, wherein said oligonucleotide 
or polynucleotide strand is indirectly fixdd or immobilized to the system by 
sandwich hybridization. -- 

- 86. (New) The composition accordinojip^alm 48 wherein said double-stranded 
) oligonucleotide or polynucleotia^selTctedWom the group consisting of DNA, 

RNA, a DNA-RNA hybrid-find a DNA-RNA chrmera. - 

- 87. (New) The composition according to cf^im 77, wherein said label or labels 
are the signalling moiety or moieties. - 
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- 88. (New) The composition according to claims 77 or 87, wherein said label or 
labels are directly attached to the oligonucleotide or polynucleotide. 

- 89. (New) The composition according to claims 77 or 87, wherein said label or 
labels are indirectly attached to the oligonucleotide or polynucleotide. - 

- 90. (New) The composition according to claim 89, wherein said label or labels 
are indirectly attached to trie oligonucleotide or polynucleotide through the 
formation of a complex. - 

-91. (New) The composition according to claim 90, wherein said complex is 
selected from the group consist biotin and avidin, biotin and streptavidin, a 



sugar and a lectin, and an antii 



-- 92. (New) The composition 



and apnantibody. 




^according to claim 89, wherein said label or labels 
are indirectly attached to the oligonucleotide or polynucleotide through a bridging 
moiety. - 



- 93. (New) The composition according to claim 77, wherein the signalling 
moiety or moieties of said label or |abels are directly or indirectly attached 
thereto. - 

- 94. (New) The composition according to claim 77, wherein said signalling 
moiety or moieties are selected frorJ the group consisting of an enzyme, a co- 
enzyme, a chelating agent, a chroma^en, a fluorescent agent and a 
chemiluminescent agent. -- 

- 95. (New) The composition according to claim 77, wherein said soluble signal is 
generatable from a chromagen, or by fluWescence or chemiluminescence. -- 
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- 96. (New) Th\ composition according to claim 95, wherein said soluble signal is 
indirectly generatafole by an enzyme or enzymatic reaction. -- 

- 97. (New) The exposition according to claim 77, wherein said soluble signal is 
detectable by a techntaue selected from the group consisting of photometric 
techniques and colorimfetric techniques. -- 



- 98. (New) The composition according to claim 97, wherein said photometric 
techniques comprise spectrophotometry techniques. -- 

- 99. (New) The composition/ accoxc|ing to claim 77, wherein said soluble signal is 
selected from the group consj^fing of a colored product, a chemiluminescent and a 
fluorescent product. - 



100. (New) An apparatus 1 comprising 



1) one or more solution confining \neap^each comprising a transparent non- 
porous or translucent non-porous device; 

2) means for forming affixed or immobilized double-stranded oligonucleotide or 
polynucleotide hybpirfto a solid support\n said device, said hybrid comprising a 
chemical labeLdrl abe,s attached to one s\rand of said hybrid, said label or labels 
comprising^ signalling moiety or moieties ^hich are capable of generating a soluble 
signal/and 



^3) soluble signal generating means. 



ENZ-7(P)(C3) 





Stavrianopoulos et al. 
Serial No.: 08/486,070 

Filinq Date: June 7, 1995 - ftftfi \ 
Page 1 1 (Amendment Under 37 C.F.R. § 1 . 1 1 5 - May 1 4, 1 996) 



- 101 . (New) A kit for generating a soluble signal from a chemicallylabeted 
double-stranded oligonucleotide or polynucleotide, comprising^in^or more 
containers: 

(i) a first single-stranded oligonucleotideoj^olynucleotide strand 
containing a sequence having attach^ therej^hemical label or labels which 
further comprise a signalling moietior^ties which are capable of generating a 
so.uble signal, said sequence bein^rtlilly homologous or hybridizable to a 
sequence contained in a nucJ^acid of interest, and said strand being directly or 
indirectly fixed or immobilized to a solid support; 

(ii) a secorto^single-stranded oligonucleotide or polynucleotide containing a 
sequence wJhZs homologous to a sequence contained in said sample nucleic acid 
differenyfrom said first sequence in (i); 

(iii) a solution for generating a soluble signal; and 

(iv) buffers and instructions therefor. - 

- 102. (New) A transparent non-porous or translucent non-porousjyslem-^ble 
of retaining or containing a fluid or solujion which comprises 

(i ) an oligonucleotide or poly^leotidecapabtTof hybridizing to an oligo- or 
polynucleotide sequence, said ol^nWt^r polynucleotide comprising a label 
or labels which comprise a sjgjja^ngj^iety or moieties which are capable of 
generating a soluble sic. 

(ii) a solio^port capable of directly or indirectly fixing or immobilizing said 
oligo- orpoly^cleotide sequence or said oligonucleotide or polynucleotide (i); and 

iiii) fluid or solution. 

-103. (New) The system accdrdingto^irn 102, wherein said solid support is 
contained within said transparenAon-^ous or translucent non-porous system. - 



-104. (New) The system accordingly 
porous or non-porous. -- 



:laim 



102, wherein the solid support is 



- 105. (New) The system according lactam 104, wherein said porous solid 
support comprises a porous polymeric material. 
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- 106 (New) The systern according to claim 105, wherein said porous polymeric 
material is selected from the group consisting of dextran, cellulose and 
nitrocellulose. \ 

10 7 (New) The system Lording to claim 104, wherein said non-porous solid 
support is selected from the g\up consisting of siliceous materia, and non-porous 
polymeric material. - 

■ ^ * ^ nr \ inn tn Haim 1 07 wherein said siliceous material 
-108. (New) The system accorChng to ciajm wnc 

comprises glass or a glass-coated sfotece. - 

.. 10 9 (New) The system accordinltodai^^ said non-porous 

1 polymeric material is se.ecte^^fie^ consisting of polyethylene, 
/ polypropylene, polystyrepe^and epoxy. 

-110 (New) The system according to\claim 102, wherein said system is 
selected from the group consisting of a wk a tube, a cuvette and an apparatus 
that comprises a plurality of wells or micrcWre wells, tubes or cuvettes. - 

-111. (New) The system according to c^im 110, wherein said well comprises a 
microtiter well. - 

-112. (New) The system according to cla\n 110, wherein said wells in the 
apparatus comprise microtiter wells. 

- 1 13. (New) The system according to claim V 02, wherein said solid support and 
said system are composed of the same materials\ 

- 1 1 4. (New) The system according to claim 1 o\, wherein said solid support and 
said system are composed of different materials. -- 
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^116 (New) The system lording to claim 102, wherein said solid support is 
capab .e of indirectly fixing or imU bi.izing the o.igo- or polynucleotide seouence or 
said oligonucleotide or polynucleotide (i). -- 

_ 116 (New) The system according to claim 1 1 5, wherein said oligo- or 
po.ynuc.eotide se.uence or said oligonucleotide or polynucleotide is indirectly fixed 
or immobilized to the solid supoortVhrough the hybridization of a complementary 

oligo- or polynucleotide sequence. -A 

U7 (New) The system accord! to claim 102, wherein said solid support is 
capable of indirectly fixing or immobi.Lg ^nucleotide or polynudeotide. - 

linn ^rijum-1^2wherein said oligonucleotide or 

- 1 18 (New) The system according tflclaMTT iuz^wj. 

7polynucleotide (i) or said 0 , g o-o^^eo^^e6 from the gr ° UP 
f consisting of DNA, P^nXrNA hykfand a DNA-RNA chimera. - 

x lA;™ in9 vA/hprein said label or labels are 
~ 119. (New) The system according to totom 102, where.n 

the signalling moiety. -- 

120 (New, The system according to claim\ 102 or 119, wherein said label or 
,abels are direct.y attached to the oligonucleotide^ polynucleotide. - 

, 21 (New) The system according to claims lV)2 or 1 1 9, wherein said label or 
,abe.s are indirectly attached to the o.igonuc.eotideU po.ynuc.eot.de. - 

, 22 (New) The system according to Cairn 1 2l\ wherein said label or labels are 
indirect* attached to the o.igonuc.eotide or P olynuc,\otide through the formation of 
a complex. -- 
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123. (New) The system according to claim 122, wherein said complex is 
selected from the group consisting of biotin and avidin, biotin and streptavidin, a 
sugar and a lectin, arid an antigen and an antibody. -- 

- 1 24. (New) The system according to claim 1 21 , wherein said label or labels are 
indirectly attached to the\ligonucleotide or polynucleotide through a bridging 

moiety. -- 

- 125. (New) The system Lording to claim 102, wherein the signalling moiety 
or moieties of said label or labeHs are directly or indirectly attached thereto. - 

-126. (New) The system acc\dingtc-6l3im 102, wherein said signalling moiety 



or moieties are selected from the 
chelating agent, a chromagen, a 



Ip consisting of an enzyme, a co-enzyme, a 
rescent agent and a chemiluminescent agent. 



-127. (New) The system accordir 
generatable from a chromagen, or b\l 



bclaim 102, wherein said soluble signal is 
fluorescence or chemiluminescence. - 



- 128. (New) The system according to cHaim 102, wherein said soluble signal is 
indirectly generatable by an enzyme or enzyfnatic reaction. -- 

- 129. (New) The system according to claimW wherein said soluble signal is 
detectable by a technique selected from the gro\> consisting of photometric 
techniques and colorimetric techniques. - 

- 130. (New) The system according to claim 129, wherein said photometric 
techniques comprise spectrophotometric techniques. 

- 131 . (New) The system according to claim 102, wheAsaid soluble signal is 
selected from the group consisting of a colored product, a chemiluminescent 
product and a fluorescent product. - 
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-132. (New) An apparatus comprising: 



/ 1 ) means for retaining or containing a fluid of/SOlution; 



2) one or more transparent non-porods or translucent non-porous devices, each 
comprising a solid support; 



3) means for forming a fixator immobilized oligonucleotide or polynucleotide hybrid to 
said solid support, s^id hybrid comprising a label or labels attached to said hybrid, 
said label or labels further comprising a signalling moiety or moieties capable of 
generating arsoluble signal; 

4) nrfeans for detecting a soluble signal; and 



'5) fluid or solution. 
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